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[oooi] *»wri, th^?—u4*>'i8u±'7?--<DftmMw, wnfttjw^iaafe^ w 

[0002] (£*T, IL-18^|B^i-§ 0 ) tt, ^n^T^O^tfe-fS^f^- 

^[Nature 378,88-91(1995)] 0 IL-18t4, fffIgft:(pro IL-18) £LT^f&$*bfc^ 
mature IL-18) £&5 0 ^**IL-18<0fltrK#ttl92te©T5>'l&J#fc*K ^:<£>?£1« 
[0003] tML-18<^)mIlg#:«194i@(^T5:y^j;«9^«9, ^c^^tt§[ttl58^(DT^ym 

[0004] \L~18(D^mm~i. lL-l^mfc-fT^V-lzmU IL-18R a &L-18R j3 ^^ObtVC 
[0005] IL-18te, im^/W<-TMB& (Thl) ■^-^■3.9A^9HlWia (NK#fflJ&) fcfftB UT 

[0006] -too^a>ibThi»jsj&^Mia^ 

[0007] Hfc. «§K#te\ IL-18(DigpJ^^ % Pfl®ttW^^JWi^ilt^^(DWI^WOi^ 
Hi:^wi:5r^#il:fefc(WO0l/'080891) o 
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[0008] t£o-t, il-i8£, iL-i8u±-?*--m<Dm3:i¥m&mmirz>z.kiz£^x, 
LfciL-is^igB^s^owx^^ 

^<Dm^mwt\^x. Kftj£-fz>zb&3<tdmmt$frx^ ^>ofciL-i8w? 

[0009] tfcfc, y(^—xi^>2\^\ W^bt K^- n^^2l/-fe^~ a <D 

©^/^n~^/l4afr£4£ofcg|5?i&^$J^& (ELISA&) tfSffi/B £*VC V ^ 0 
[0010] ##fP^Ci^l : PHARMINGEN OptEIA (TM) Human IL~2sR a (CD25) Set ( 

Catalog #559104) (2000.8.17, PHARMINGEN, San Diego, CA, USA^fT) 
[0011] £fc, IL-18^ggLTte, A^mzfcm^tc*SmfcKHL-l8U±-7?-- a £IL-18 j3 

[0012] ##fF^Ci^2 : The Combination of Soluble IL-18R a and IL-18 j3 Chains Inhibits 
IL-18-Induced IFN-y (Journal of Interferon and cytokine research 22:P.593~601, 
2002, Mary and Liebertjnc.) 

[0013] IsfrVWb, ZLflhOnSmt^-??— IL-18V-ir^^— (DU^^M^^l 

mt7*—j±tufei,tc-kx\ ^tmz. i/y-rjv^7?-Ym<Dmm* a& #j rtl 

[0014] IFN- v (Dj^dfePJI^ol N-Ob, UmW^Min vitro)X<DMWlfaoAJL 

^iC^UfdRT^ktHL-181/-fe:^— at|3 <Dm^xtj:<xntj:h^^t<Dm^ 

-efcofc„ pT^bIL-18W-fe^— a ^-C^#:-e(in vivo^^^LTcDRrtg'tt 

[0015] «H^#te, tML-18l^-fe^— a (tML-18W-fe^— <£> a f-y^^jyh) t£ % rT 

^bM^#^-t-§^(D#X.{cm^,ELISAfe^fflVN-C^m^^.T#^ 
[0016] ^LtfflV^2»*i#: (capture mifeMfo, detect rtfcffij tVXit, *Sm 



WO 2005/012352 



3 



PCT/JP2004/010621 



[0017] *mw#mte, ±&<Dmm&M&:irz'<<m$z&mto.tc.w^ vsmtthiL-isu 

WL-l8U±-??<- a ZMmU fr^tt'h— ^#fflUV ^ft©ia^ w 

[0018] ±7&(DBm-&.->tSmkKUL-18U'£zf?—a, TfE(A)<^#:£fflV^££#$!c 
WTO(al)-(a3)<^V^^^-efe^^#»-t-5, ^«BT^btML-18U 

prs^ktML-i8V"fe7 p ^— a (b) 7imr(D go -efcsr^sr^ti-s 

wfcfrt, Tm2)<Dnr3mfrb*m\\ nmtwL-\8^^-a^mm-r^ 
^b^wmb-r^m^mtWL-i8u±y^— a <omfe&&, ^titwss 

&mk$tiit(i)Rm2) 2n<D$i{£$r£ft-rz>z.b&&mb'r^ ssmtWL-is 
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^^$ti^-aw_h^^r^j^^^bT^tp^^^#m^i-^E^a^, (x), (y) 

^^m^.^^o^E$X«^^J, (X), (YjXf^wtL^^-Ki-^a^T- 

OT^M ^lOfiSXlM, (x) JU* (y) £^/&9^L-C^ti^£- 

[0019] (X)BT^ffcfcML-181/-fe^— a 

(Y) l^L<teM<DT^/^/^£;, ®m^L<}*#*P$tvfcT^/M^J^^^«9 
/^o^^^ffctML-lSW::/^— a £^£^££^5*^^® 
(x) a 

(y) i^b<f^j@o^s^^^ N mm^^teWtoZfrtcmmmfrbteyfr^ 

[0020] (A) H44-v?;^fcHL-18l/-fe;^— a ^-/^n— ^/l^niti^C^tfh— ^HMB 
L#5, £tfcML-18Wir^— a ^-y^n— -r/Vtjifc 

(a) H44-^^^ttML-181/-fe^— a ^e/^n— ^/M^fic^C^t^— 
#5, ^^^ttHL-181/-fe^~a^-/^n— ^vHftfle 

(a 1) H44-^?;*£ifc ML-18l/-fe^— a ^/^n— ^/Mftft: 
(a2)MAB840^^^itML-181/-fe^— a ^-/^n— ^/Mftflc 
(a3) 117-10C-^^^ifcML-18l/-fe^— a ^e/^n— ^/Mftflc 
(B) fctfcML-18 Wr^— a ^y^n— 

(b) ^bV^tML-181/-fe:^— a /tfy^n— ^/Mftft: 

(1) feHL-181/-fe^— a ^-/^d— •TvHfttt 

(2) feHL-18^-fe^— a zKy^n— 

[0021] ft, ^T^*3V^T, rthIL-18l^-fe^— a J^rrhIL-18Ra J, r RT^b (soluble) 
IL-181/ir7^— a J £ r s IL-18R a J , TpT^b (soluble) t UL-18U±^— a J & r 
shIL-18R a j £!Eifei-£^i:/>>S;fc5 o 
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[0022] #3£!/?OshIL-18Ra te, \L-18&mL-18Ri/?'1'/l'<DftRMW, P^H^Wi^ 

mi-. ^ko^ms, m^mmxh'o, mmm.mxj¥mzmmxhz> 0 

[0023] ^BJ(DshIL-18R a (X) te, fchOlfcff ^#^#£1-5, ^#^60kDa<75^^ 
^®-e£>>9> IL-18tf>flil, H44^X^hIL-18Ra^/^n— ^/1^#<D#& % #i 
WL-18R a &t^thIL-18R a sKy^n— r^tfii$.b<Dffi&m& 

[0024] ^P^(DshIL-18R a H\ ^^<D^PJ<D^^^SlJ^fe^ior, Stfltefch&tF 

f5?L^oifiL«, ®nmm®m^w^Bffom&mm<v±m^ hplc^ 
il-i8r a %iw*m v ^ry^^-^^n^Y^y^—m^m v ^-c#$t • mm 

-rZZb&X%Z> 0 ifcfc, IL-18Ra^iiPM^$iirfc^Jiatt(^Jx.^thNK^IJ}aNK0 
«tfc^IL-18R a «e^-^Pmm$*fc*(B^) <Di&»^ib^fbIL-18g 
^^^HPLC^IL-18R a ffifcZm^^tcT7j~Tj—X9J±?v-?byy7j--$:m 

[0025] fchy^^£jM^Lfciga±fit <*> frb. HPLC^>feiIL-18R a tftfrSrffiV \fcT 

[0026] 3Ei£. IL-18R a &^PJ3^£-frfc*fflJJ» (^RflfchNK^B&NKOMtfc^IL-lSR 

Zxrfxi'rT—* tf, TNF-a (D^^^(TACE))^Px.T^»^, HPLC^IL-18R 

o 

[0027] £fc, shIL-18R a fct, *©^^^«©T5/fiftBa^J^Xj»^^J:5i|$S«5g»W^ 
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[0028] *mwK&^xm^tiz(Y)i^<temm<DT$;msx&:. m#&w£ttuo 

o^^shiL-i8Ra b<mzm&&mirz>fi>'s<?m&=*— K-rsit^o, r^m 
shiL-i8R a tmvfe&i tit. shiL-i8R a tf%miztHL-immb&&\Mzm2j& 

[0029] vT. BP**ffi»)©Sfe«>— ^tfcfteLTfflV (A) H44-?? 

^WL-18U±^— a *r;?v—r/l>mmSlT, H44 N">*£thIL-18R a £1E 

fctL-Xte. yyY, 7fcVh KhhV<fe^J*X?—tfim*m?btlZ>j!)K (a)^r 

[0030] (al) H44 "V?;*#thIL-18R a 

(a2)MAB840-^!>^fcML-18l/-fe^— a ^/^n— ^-/^#:(R&D SystemsttSi 
.Minneapolis, MN, USA, gf, MAB840-^;*£ihIL-18Ra ^lE^TSc ) 
(a3) 117-10C^^fei:tbIL-18V'-fe:7 B ^— a^/^n— ^-/k^;#:(Hayashibara 
Biochemical Laboratories Inc.^t^, Okayama, Japan, WT\ 117-lOC-^^^.^t 
hlL-18Ra^|E^i-^ 0 ) 

[0031] rixktt, ^CffiV^tl^ -r^, 9s*. 7tVh, fcM>L<WyvA**— *rfc 

WL-18R a ^y^xi-f-— /vtfiti;Xfe&m<D7$V ^a— ^/Mftffc^ M#5^fc°r— :/£ 

[0032] (al) H44-^^$iT;hIL-18R a te^&O^/^n— Pharmingen, 

Serotec, eBioscience#^A^Wfii3"Cfo<5o 
[0033] (a2) MAB840-v^^thIL-18R a ~T ;V%ifcX*1b 1 9 > R&D Systems 

frbA^ffiX&Z) (R&D Systems Catalog No.MAB840) o 
[0034] (a3) 1 17-10C|n:hIL-18R a te<k£n<D^E-y^n— ~T;V$ifoX'1&Q , Hayashibara 

Biochemical Laboratories Inc.^fbA^ RTtfe^fc^ (J. Biol. Chem. 

Vol.272,No.41, Issue of October 10, pp.25737-25742,1997) 0 
[0035] ^^^^V^TfflV^^tt^^lt^IL-18^-fe:^— a^y^n— ■^/V^^^ > >££q 
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[0036] ^K<D$J£;^C:^-TO, ±3£<D (A) H44-v^^fcHL-181/-fe7 P ^— a * 
^o-t/«(WT, H44 ^*tnWL-18RafcfB#-t-5 0 ) ^I^C^lfb— Zf%M 
«b#5, ^itHL-181/-fe^— a^/^ci— ^l^ft^^ (l)feHL-18V-fe 

IL-181/-fe^- a ^y^C2-^^^^VN?,^^^-et5 0 
[0037] (l)tLT«,-v^^^W*b<, (2)tLT«^tVh^t^W*UV\ 
[0038] ft, ^©9tVhfeHL-18^-fe^— a *Ky^u— ^/Hftflcfci, ^WJ^fe^ fcfcfiR 

Koizumi H, Sato-Matsumura KC, Nakamura H, Shida K, Kikkawa 
S, Matsumoto M, Toyoshima K, Seya T. Distribution of IL-18 and IL-18 receptor in 
human skin: various forms of IL-18 are produced in keratinocytes. Arch Dermatol 
Res 2001;293:325-333.) fabA^»Sffi~e3bZ> 0 
[0039] #3§I^OshIL-18R a OgiJ^ife^l ^Cte. _LfE<£>^-/^n— ^/MftftW^— 

V>£S % capturetrfc^bTHJi^bi-S/tfetCtt, aBRt£©i$V\ ^E-/^n— -JvMHtffcS: 
ffil^fc3W*LV\, fi£oT, ^0J<^^|^3|Sftti(DshIL-18RaSlJ^ffl^h^^ 

[0040] fc*3V >T, ^-^flcOH jg-f #9*, »*fc^ 
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[0041] *mmiz.&^x* m~&&c#;bvxm^tbtiz>$imx, m^^xot^mx^. 
M~tz^btfx%z> 0 

[0042] *mW<D £ BM^IOt^tt, ±m<D^mikKHL-18V±7?~- a (DM 
[0043] «§Wtf)shIL-18R a %mm*vbK^ I-^^tlrMftOH, 

mm, mmmm^m-Km^^^t^x^ ^ ^p^<^shiL-i8Rafflij 

fcfpH3.0, 25 mM Glycine, 150 mM NaCl^) &J)UX.Z>Z.bhX%Z> 0 
[0044] #3§9!<DshIL-18R a O^^&tfshlL-lSR a iBI^ffl^MS. £.fot&m*<D 
shIL-18R a mfe(D\Zl)\ f*^W^/W)shIL-18R a mj£lZ.h&m-fZ>~b&X%Z> 

o 

[0045] #3§^<D(X)shIL-18Ra Xte(Y) UgL,< femM&T^/mtfX^ W&MV<tett 
*P$tvfcT^y^BB^J^^^t)d^o^^shIL-18R a ^|^mtt^i-S^^-?^a« 

[0046] *fc, ^^i-^^}fe^J-C?feMbfcJ;5 £#taL-18R a Zmmm^tZlttcTG^V 

xnikm^ia^ vsmmL-is^m^mKftte-rze ^ot, tnaiiL-isRa 

itteT-Sr^AU hlL-l8R£^3iSJ3§^£*5r<b{;i<J;oT, jfrfit^shlL-lSRSr*:* 



WO 2005/012352 9 PCT/JP2004/010621 

mmm 1 

[0047] (ELISA)fe^J;?)jfiL^X«BALfshIL-18R a &M(D1ffi) 

PBSH£ffimzMMVfc4 » g/ml<DH44 ^^^[hIL-18Ra ELISA plate(Nunc 
aSD^lOOjU/well^&U BfeS£\ f£— ft^i#:-eft>5H44 

Ra^ McHJUbUtSL 0. 5%©Twin20(|f®^»J)Sr&tfPBS««f?S 

200jul-C2|lI^bfc o 

[0048] ^Il^trift:©^— ^0^#MWg§*R&ih<^)fc«), tf)Block Ace (* 0 

SDSr200/xl/weU^(niU ^*&"C2l$rag#, ^^^SrfTofclft* f?TX 0. 5 
%(DTwin20^tfPBSM«^200^1-C2IH^Ufc o SftT^lltWKlSEfc'C. 

[0049] «S*fe*W-C*>5, AP^OjflL^ (4ffiF*fr30 RTfBAL (^W3:mti&ffi&m<DmWd & 
, lOO/xl/well^&Uto ^3p(DhIL-18R a etJ^^^LT. recombinant 
human IL-18R<* (R&D^) 100 ju g/mlSr^^LT, ® * (Of^^#^^^Srf^ 

% ^2phIL-18R a ^gXttJfcMU'BAL* (DshIL-18R a tfcK«^fr£-*fcfftO. 
5%(DTwin20^tf PBS^»?&200 /* l-C#well^3[U^bfc„ 
[0050] 40%OBlock Ace^2 ju g/mlCD^fcft^ l««?Lfc, ^n#C#M£-0*> 

5tf tf-^HrdW 3>N&fchIL-18R a ^I^ti— ^/M5iffci£i&£\ 100 M l/well#& 

U ^ta-C9o#S#, Mr&ftfctehiL-imatm\zl&&£'&lt&. 0. 5%CD 

Twin20^tfPBSi^»2OO ju l-C#weUS:4IeIt5fc#bfeo 
[0051] 0.5 m g/mlO^r-W^r-Tf ^-®^!7iMf ^/V^-^y— if £-weM£ 100 

^ l-foSfctaU ^M-e30#59M€\ t'^Vt-Ttf^^^-arfcm, 0. 5%cO 

Twin20^tpPBS^«^2OO » l^weU«:5iai5fci*Ut, 
[0052] M^!7^br^^^-^©»3RSITe*>5ABTS (ELISA POD Substrate 

A.B.T.S Kit, -T^V-f, ^fP)^rlOO/i 1/welWD^., lfflt30^Plt#, mmRfe* 

[0053] 450nm (main) &T*650nm (sub) <D%iyt8t&fflfeU ^*PhIL-18R a ffim<DMLt 
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Jfcii£1-5^;i£oT, $y$ffcfSf-Cfc5 N ifiL^t^BALf <D, shIL-18R a (DM^M 

[0054] M^A^lftL^^^shlL-lSR a tel59.2±89.5 ng/ml (n=45)T?fcofc 0 ^fcBififiy^. 
!>-^^(RA)li#OjfiL^ c f 3 shIL-18Raf*233.5±109.2 ng/ml (n=34)Tfcofc 0 

(ra) &#(Dikm i PshiL-i8R a nmnx<Dskmx^mM^m^otc 

(p=0.00216, unpaired Student t-test) c &fcF^Kf£W2fcS#0]fctt^shIL-18Ra 
3361.8±2307.3 ng/ml (n=21)"CBAL t: t :, <^ , shIL-18R a }32.2+-1.5 ng/ml (n=33)"e& 

[0055] ^(D^tte, jfiL^BAL^'f shIL-18R a 0#ft^UTV ^„ m^AK 

-otc^tfrh, ^0joshiL-i8Raoaij^&^ % v^^^mm^m^m^-m 
[0056] (jftLfi^shiL-isR a um<r>^<Dmmwm^mmmk) 

H44 ^!>;*^hIL-18Ra^fr£HiTrap NHS-activated (Pharmacia 
Biotech Ab, Uppsala, Sweden) {^yy^V^^^hsk^^COTy^^T-f^J^^B 

10 mM phosphate buffer pH6.8, ^G^^^x—filO mM phosphate buffer , 50 mM 
NaCl, pH6.8, *feW^V7T— fclOO mM glycine buffer pH2.5, c^^S^T— fclM 
phosphate buffer pH8.0£/^fCo thiL^^/^^^^5/7T— -C2{§^r^b 
0.45 ^ m filter-etMU ^^yyy— X&hti^frWmikVTtHAA ^U^K 
WL-18R a faWT74-^4*yM~frtftz^ ^^yyr—XTy^'r^y^m 

&1rZ>o Ufc'^yyT—ttyMzM^ ^tb'V^r— imirtK50 n \^^<yyr 

— (DAotcf3-=L— ^^AHT|Sm5l(|ElJDlJlIg^Fraction#-^-l, 2, 3---ti-§)b 
UV280nm-e^e^^— L/c 0 [IlI&b;fcFraction£4t:T*PBSMflf^T^WLfc 0 
UV280nm^^=^— teFraction#^l-8^;ft^;tx0.0687, 0.3598, 0.7073, 0.0949, 
0.0377, 0, 0, Ofcofco M#rLfcFraction#-5§-l-8£\ Ji^cDIf-^r-M^ELISAjfe-e 
shlL-lSRaSrPJ^bfc^vL^ <200, 1797, 1778, 1259, <200, <200, <200, < 
200 ng/ml-^fcofCo o^«9Fraction^^-2,3,4^shIL-18Ra &fc&1rZ > Z.b&mMX 



WO 2005/012352 



11 



PCT/JP2004/010621 



[0057] (^^^^n^^^lcia^m^tt&V^ftflfelRttlfe) 

±IE-e^*fLfcFraction#-^-l-8^, H44 ^^feihIL-18Ra^L^fflV^T^^ 
*^ny ^V^-CflHJrUt, El 1 lZfjk~t-£.y ^Fraction#^2,3,4tOi$60kDaC># 
^•*{CH44 ^^*n[hIL-18R a &#i6S®flW-3shIL-18R a tf>#&;&5?feS$;ft,fc ( 
Ftaction#-^2,4©fc©t>, »MMTi*, JB£flS?*l ^ifit^tUTV vg) . £<D|&*ri 

±©*&*J&»&, Jk*lC?t>6^C S hIL-18Ra^#^bTV^i:^ x fiSggjJcttfco 

[0058] thy^-?^^2xl06li/mLO^9^S-ei0%FCS^P^fcRPMI-1640-e#ilb/c 0 £ 
oy^/^^$1J^( x LPS (100 ng/mL\ t>Uttv>fhi?xyPMA (10 ng/mL)-efiJ^ 
Ufc 0 :I^_L?f tU;ishIL-18R;eiSi765 ng/mL, 2793 ng/mL, 2885 ng/mL^ttJ^ 
fCo — ^y^^^P^TV^V>10%FCS PMI-16404 3 ^'shIL-18R«170 ng/mL^ 
T-e&ofco o^tp^J^y^^^^^iOshlL-lSR^^^^^fc ^--CLPS (100 
ng/mL), t>b<(*-v^h^i/PMA (10 ng/mL)^y:^3^&jp!i}gli:U ^(Di#^_hfjt 
"F^k, HPLC^^IL-lSRa^t^ffiV^cT^^-T—^^^n-^h^^— ^ 

£#fc 0 ^(Oi^m, shiL-l8R{*. hbhtm&<Dm^WiW^W&tZ>h<DX*1bZ>i>K 
LPS^PMA^OflJ^^it), o^PJi^mUTV ^Zk&ftt^tio 

mmm 3 

[0059] [RT^t:iL-18Ral!U;5f&JS?Sft*©fl|»] 

(IM^TVM^ttS, *]WfcIL-18R a ©3©iHlJ^mfl#) 

IH2(Dil(CVA-hCD2 vector(Zhumabekov, Journal of Immunological Methods, 185 
(1995), 133-140)<DSnaBIlMMz:-^;*IL-18R a <DcDNA 1.6Kb£r}f AL, KpnI/NotI 
-C^0t){±lbC57BL/6(B6)'V^<Dg:i»#P^^il^^V ^AVtz* b^XV^-y? 
(TG)^!>^^No. 17, 27, 51, 56<D4y4^ffi&l,tz 0 ^.(D4y^<D10M^(DTG^ 
^al^n— /Wrildtype(WT) B6^^(WT#1, WT»2)d»5>lPMmia^t)WU2xl06 
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Jfc^*;*CD3tfcfle(l n g/mL), tHL-2 (200 U/mL), (200 ng/mL), fcr- 

IL-2 (200 U/mD^^-^^^IL-lS (200 ng/mL)(D#ftT-ei8^raJ§^UFN- y £• 
ELISA^KR&D|±M)-ea'J^bfCo H3^^5J31WTlCJt^TG^^Oj»»IJia 
(200 U/mL)^9^^IL-18 (200 ng/mQKlKJ&UFN- y £0£ 

£fdnIL-18R a fcftfcSr/Bl ^C^ffi^^TTG^^«WT^^^It-<IJ> 
^Sfc±taL-i8R a £r&<3£mufc 0 

pr^ttIL-18Ro^^2r, &*&m&\J£EUSA&vmi£rt'Z>b. WTv^OiiL 
fit-Ci^ IS##fJ&c(limiting dilution method)Xm^Xh^mm^UTXh^tZo 

aS^^tfem^Brti-efco/iio o*^ «r^14 IL-IS a^ftteTG^^OjftL 

[0060] ^JKD^f*. ffe^^LfcTG-^^a* 

1. IL-18mSJ&Rrt6fclL-18g$tft: a £«fJ^3§mL 

2. gP^BT^fbbT 

3. jfiL»^CT»ttiL-i8SW#:adS*:Sl!:#^ 

M^^tft^yffSl^V^^ ^T, CD2-IL-18Ra#51i-T^ 0 
[0061] (jgJUJIiim RT^fkIL-18R a ^^#1-5}£^$Jm<»fg) 

8^^1lMi^Oll^OTG^^(CD2-IL-18Ra#51)S.t5=i^hci— /Wild type B6"V 
^^10EEToffiV^c„ ^A^i40^0S^©lipopolysaccalide (LPS) (E. 
coli serotype o55:B5 catalog No. L4005, Sigma [St. Louise, MO]) 40 u g/g frlt^r 
day UCj^rt&^Uto ia4^t-J;5^LPS{^-r§^t4OTG^^<D^^w 
T^^«t«J<£V\ 0^«9TG-v^«LPS^^j-b^tt^o/c 0 Z.<D&$ktemm<7> 
RT^tt IL-18 S*frtt^^lSft*©#* (endotoxin, exotoxin) |C»U&*3&* 

[0062] ( Rr^biL-i8R a iz.x^^M<DW\Yfm KM^-^m-mm^^mm) 
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6Mf^(D|l^(7)TG-^^(CD2-IL-18Ra#51)^.U ? =3>'hn— /Wild type B6^!>^g-5 
EEtCBLM tfU&^i/^, bleomycin) 2mg£rday lfclflgiertS-S-Ut, H^BLM 
2mg£day 8KLjgI&F*3g:-§-Ut„ Day28-e^^(75J3$^20%*/Wy^-e3l^b@^ 

G^?Mm5, ;&m x BLwz£z>j$imm(mn&ffi£:, mmmm.)&mmimmvtz 

„ rCQ^te. igpJCD rTM£ IL-18 SW^f«l^*^*J-L^^^im^or^^ 

[0063] [M^^^r^^^n^s, ^^(D^m^MttR^^M^^m 

[EI2]-^^IL-18R a a^Sr^tP, TG-v^^^ffl it^^-Om^EI-e^So 
[IEl3]##fflJ|&tf\ IFN-7 j£^ftSr^i-H"C«)5o 

[Bl5]shIL-18R a K £5IWI$*0»fW»iM^r ETC&So 
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[1] RT^fcfcMV:?— n>f^l8l^fe^— a o 

[2] TIE (A) ©JfrflcSrJB v $Mf &^Si£K«fc5T^bfcMV* 

[3] (A) tf^TO (a) -C*>Sii:«r*5f»fc-t-5, »3fcB21Ett<& «TiWbfcMV*-n>f * 

— :/*MBL#5* v^th>fy^- n-f^lSUr:? 0 *— a^e/^a— 
[4] (a)d5, ^TO(al)-(a3)^>V>Ttb^T^r^#^^-rS, lf^3|E^pT 

(al) H44-^»>^tM^— o^>181/ir^— a ^-/^n— jsl-jjifc 
(a2)MAB840^^feh^r^— n^^l8Hr^— a ^E-y^n— ^/Mftft: 
(a3) n^^l8Wir^— a ^-/^n— ^/Mftft: 

[5] t>5-;fr<£>in;tic^ WTO (B) Tfc5^£r«te1-5. m^275M4(DV vf 

[6] (B) 2^Ttf> (b) -efeSwi^fttS, »^^5|E^(D pT^bth^^-cixfdr 

[7] TISCDcD^^SS^bfc^-^^, T!e(2)ofg-&^ffc±:%J3v\ pf^ 

^»M^-n^^l81/-fe^— a (Dm^m o 

(2)£ifcMV^— n-r^r^l81/-fe^— a zKy^n— 
[8] ft*^275M70V^tv>6^c|Ett<D^^bth^^— a^^i8Wir^~ a <D 
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[9] rm<D (a) (Dfcw*^ mm4mfcxm%nimfcbvx<£mirz>z.bz®mbirz> 
[1 1] tie (x) , (y) xi^fhh^—h^m^^h^m^bm^n^~m&,±^ 

(X) ^m4kth4>?—v4*r>18U±7'?— a 

[12] tie (x) , (y) xtzz.tib%=i— h^zmfc^frbtezMfabmmztiz-- m&<±^ 
[13] tie (x) , (y) xfez.titb&=*— FirzmteTfabte%mfabmyi$frz>-m&. ±z 

(X) ^^bM^-n^^lSl/i?^-- a 

(y) im\^<nm.m(OT%ym^^ m^m^nmu^tcr^ymnm^hm 
[14] tie (x) xte (y) &m%}tfc,ftbL,x<£t* z.b%w&b~rz>. mmm&Wo 

(x) tMV^- n-Tdr^l81/-fe^— a itfc^ 

(y) l^mXfS^O&S/^^ S^b<«#^P$nfc^SIS^Jd^^«9d^oS 



WO 2005/012352 16 PCT/JP2004/0 10621 



WO 2005/012352 



1/2 



PCT/JP2004/010621 



[mi] 
kDa 

120 
100 

80 

60 _ 

50 
40 

[02] 

Kpnl 



Fraction # 
12 3 4 



5 6 7 8 



NotI 



5 Kb 


U6 ICb 


6J5 Kb 


human CD2 


mouse 


Locus control region 


promoter 


IL-18Rct 


(LCR) 



CD 

m 

CD 

—3 

I 



m 

o 
o 



[03] 



2500 
2000 
1500 
1000 
500 
0 



IFN- y (pg/mL) 




□ WT#1 
HWT#2 
^#17 
^#27 
DB #51 
■ #56 



Control CD3 mAb IL-2 



IL-18 IL-2+18 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/010621 



A CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07K14/715, G01N33/53, G01N33/543, G01N33/577, C07K16/28, 
A61K38/00, A61K31/7088, A61P43/00, A61P11/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07K14/715, G01N33/53, G01N33/543, G01N33/577, C07K16/28, 
A61K38/00, A61K31/70.88 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA/MEDLINE/BIOSIS/WPIDS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document,' with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 
Y 


Reznikov, Leonid L.; Kim,; Soo-Hyun; Zhou, 
Li; Bufler, Philip; Goncharov, Igor; Tsang, 
Monica; Dinarello, Charles A. , The combina 
tion of soluble IL-18Ra and IL-18Rp chains 
inhibits IL-1 8 -induced IFN-Y/ Journal of 
Interferon and Cytokine Research (2Q02) , 
22(5), 593-601 


1 

11-14 


Y 


JP 11-100400 A (Kabushiki Kaisha Hayashibara 

Seibutsu Kagaku Kenkyujo) , 

13 April, 1999 (13.04.99), 

Full text 

& EP 850952 A 


11,12,14 



Further documents are listed in the continuation of Box C. 



□ 

See patent family annex. 



"A" 



Special categories of cited documents: "T» 
document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international "X" 
filing date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y* 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the International filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
19 August, .2004 (19.08.04) 



Date of mailing of the international search report 

07 September, 2004 (07.09.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 



Authorized officer 



Facsimile >Jq, : 

Form PCT/ISA/210 (second sheet) (January 2004) 



Telephone No. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/010621 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 01/80891 A (Nippon Organon Kabushiki 
Kaisha) , 

01 November, 2001 (01.11.01), 
Pages 1, 3, 5 
& EP 1321153 A 

Gaughran, F. [Reprint author]; O'Neill, E . ; 
Cole, M. ; Collins, K.; Daly> R.J.; Shanahan, 
F. , Increased soluble interleukin 2 receptor 
levels in schizophrenia., Schizophrenia 
Research, (09 February, 1998 (09.02.98)), 
Vol.29, No. 3, pages 263 to 267 



11-14 



1-7,9-14 



Form PCT/ISAttlO (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/010621 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

*• GO Claims Nos.: 8 

because they relate to subj ect matter not required to be searched by this Authority, namely: 
Claim 8 pertains to diagnostic methods to be practiced on the human body. 



Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. m Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



□ The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCTYISA/210 (continuation of first sheet (2)) (January 2004) 



mn\ftmm%- PCT/JP2004/01 0621 



A. &W<DS&-fZ>#W<D#m (EBHEflfflftMH (IPC) ) 

Int cl7 C07K 14/715, G01N 33/53, G01N 33/543, G01N 33/577, C07K 16/28, A61K38/00,. A61K31/7088, A61P43/0 
0, A61P11/00 



m&tn^it^mmm mmmiM (ipc) ) 

Int cl7 C07K 14/715, G01N 33/53, G01N 33/543, COIN 33/577, C07K 16/28, A61K38/00, A61K31/7088 



CA/MEDL INE/B I OS I S/WP IDS (STN) 







§f3fc<£>$Sg|C>#-f§- 


X 
Y 


Reznikov, Leonid L. ; Kim, Soo-Hyun; Zhou, Li; Bufler, Philip 
; Goncharov, Igor; Tsang, Monica; Dinarello, Charles A., The 

combination of soluble IL~18Ra and IL-18R/3 chains inhibit 
s IL-18-induced IFN-7 , Journal of Interferon and Cytokine 

Research (2002), 22(5), 593-601 


1 

11-14 


Y 


jp 11-100400 a m^mtm&wkmsmffi) 1 

9 9 9. 0 4. 1 3, Xffi&ft & EP 850952 A 


11, 12, 14 



c«©i**. tz\>*mmm £ fix v > 



Xm (SftSrftf) 

roj um^iiZM^ ffiffl, m^iz.-gik-tzxffi. 



r&j ra— yh77?y — ^ 



19. 08. 2004 


07. 9. 2004 


HaWHWW? (ISA/JP) 
0 0-8 9 1 5 
3BM» ! ff5BKIR**M=T B 4# 3 * 


not #- 

«l£#^§- 03-3581-1 1 0 1 f 


4B 


8 6 15 


tfl 3 4 4 8 



#SPCT/ISA/2 10 (f (2004*1^) 



PCT/J P 2 0 0 4/0 1 0 6 2 1 



C OSSg) 



WO 01/80891 A {&1£*JV13S ^«^#*fc) 2 0 0 
1. 11. 01,01, 3, 51 & EP 1 3 2 1 1 5 3 A 

Gaughran, F. [Reprint author]; O'Neill, E. ; Cole, M. ; Collin 
s, K. ; Daly, R. J. ; Shanahan, F. , 

Increased soluble interleukin 2 receptor levels in schizophr 
enia. , Schizophrenia Research, (Feb. 9, 1998) Vol. 29, No. 
3, pp. 263-267 



11-14 



1-7, 9-14 



«aPCT/ISA/Z10 (M2^<— S?0ite) (2 0 04*pl/§) 





I ^ 

B^W!S#-i§- PCT/JP2004/0 10621 






SslS8^»3« (PCT1 7^(2) (a)) ©^»C<t9 % rOi^S 


























































mam&^mn<z>mm<» $ sex km -r 5 









iSPCT/ISA/2 10 (JUl^— S?0«9H (2) ) (2004^1^) 



